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DETAILED ACTION 

The Office Action is in response to the Applicant's reply filed July 13, 2009 to the 
restriction requirement made on June 11, 2009. 

Applicant's election of Group II claims 55, 60, 63, and 65-67 and an anti- 
diarrheal, in the reply filed on July 13, 2009 is acknowledged. Because applicant did 
not distinctly and specifically point out the supposed errors in the restriction 
requirement, the election has been treated as an election without traverse (MPEP 
§818.03(a)). 

The restriction requirement is deemed proper and made FINAL. 

The addition of claims 68-81 is herein acknowledged. Claims 71-75 are 
withdrawn from further consideration pursuant to 37 C.F.R. 1 .142(b), as being drawn to 
non-elected subject matter. The claims corresponding to the elected subject matter are 
55, 60, 63, 65-67, 68-70 and 76-81 and are herein acted on the merits. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 55, 60, 63, 65-67, 68-70 and 76-78 are rejected under 35 U.S.C. 112, 
second paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. The term a 
pharmacologically acceptable "derivative," is rendered indefinite. One of ordinary skill in 
the art could not ascertain and interpret the metes and bounds of the patent protection 
desired as claimed in this case, since one of ordinary skill in the art would clearly 
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recognize that many various groups could possibly be substituted in each instance. As a 
result, any significant variation would be reasonably expected to alter the compound, 
e.g. physical, chemical, physiological effects and functions. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 55, 65-67, 69, 70 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Urbanek et al. (Vulval Crohns Disease Difficulties in Diagnosis 1996 
May21(3)) in view of Wenshan (CN 1291484A) 

Urbanek et al. teaches the topical treatment of perianal skin of a person with 
Crohn's disease using metronidazole (pg 211 Casel). 

Urbanek et al. is silent as to whether the topical formulation is aqueous or non- 
aqueous. 

Wenshan teaches a composition comprising metronidazole and Vaseline applied 
to the anus in treating a prostatic disease. Wenshan teaches the Vaseline is a 
lubricant, it slows absorption the medicament, lengthens potency, and reduces the 
frequency of dosing. 
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It would have been obvious to one of ordinary skill in the art at the time of the 
invention to incorporate the metronidazole into Vaseline. The motivation comes from 
the teachings that Urbanek et al. is a topical formulation used on the perianal skin and 
Wenshan teaches a topical formulation used on the anus for lubrication, modified 
release of drug, lengthened potency, and reduced the frequency of dosing. Hence, a 
skilled artisan would have reasonable expectation of success in locally treating the anal 
region using Vaseline as a vehicle. 

The limitations of claims 65-67 wherein the topical medicament is applied to the 
patient after said operations is rendered obvious over the prior art because the condition 
of treating Crohn's disease of the anorectum and perianal region with metronidazole is 
known. 

Claims 60, 63, 68, 78- 80, and 81 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Urbanek et al. (Vulval Crohns Disease Difficulties in Diagnosis 1996 
May21(3)) and Wenshan (CN 1291484A) as applied to claims 55, 65-67, 69, 70, above, 
and further in view of Ursing et al. (Metronidazole for Crohn's disease. Lancet. 
1975.1(7910)775-777). 

Urbanek et al. and Wenshan are as discussed above. 

Urbanek et al. fails to teach the dosage amount of metronidazole and the number 
of applications. 

Ursing et al. teaches a patient suffering from Crohn's disease having diarrhea 
treated with metronidazole at 400 mg three times a day. The reference, further, teaches 
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a patient suffering with Crohn's disease and loose stools treated with metronidazole 200 
mg three times a day (p776). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to optimize the dose range of Urbanek's compound by routine 
experimentation (see 2144.05 11). The motivation to optimize the dose range of the 
Urbanek 's final formulation is because Ursing et al. teaches a patient suffering from 
Crohn's disease having diarrhea treated with metronidazole at 400 mg three times a 
day. The reference, further, teaches a patient suffering with Crohn's disease and loose 
stools treated with metronidazole 200 mg three times a day. Hence, a skilled artisan 
would have had a reasonable expectation of success in achieving the safest clinical 
outcome. 

Claims 76 and 77 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Urbanek et al. (Vulval Crohns Disease Difficulties in Diagnosis 1996 May21(3)), 
Wenshan (CN 1291484A), and Ursing et al. (Metronidazole for Crohn's disease. Lancet. 
1975.1(7910)775-777) as applied to claims 55, 60, 63, 65-67, 68, 69, 70, 78- 80, and 
81 above, and further in view of Garwin (US 5248505 A). 

Urbanek et al., Wenshan, and Ursing et al. are as discussed above. 

Urbanek et al. fails to teach the additional antidiarrheal of claims 76 and 77. 

Garwin teaches bismuth subsalicylate as an antidiarrheal compound useful in 
treating gastrointestinal distress. 

The use of metronidazole in combination with bismuth subsalicylate would have 
been prima facie obvious to one of ordinary skill in the art because it was well known in 
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the art that both metronidazole and bismuth subsalicylate demonstrated efficacy against 
diarrhea. Motivation to administer both metronidazole and bismuth subsalicylate in 
combination flows logically from the efficacy demonstrated in the prior art as potent 
antidiarrheal compounds. The skilled artisan would have reasonably concluded, in light 
of the shared efficacy against diarrhea, that the concomitant administration of 
metronidazole and bismuth subsalicylate would have been reasonably expected to 
achieve, at minimum, additive, if not synergistic, effects when combined. It is further 
noted that in the absence of evidence to the contrary, it is generally prima facie obvious 
to use in combination two or more agents that have previously been used separately for 
the same purpose. See In re Kerkhoven, 205 USPQ 1069 (CCPA). 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Layla Soroush whose telephone number is (571)272- 
5008. The examiner can normally be reached on Monday through Friday from 8:30 
a.m. to 5:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan, can be reached on (571) 272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 



Application/Control Number: 10/525,208 Page 7 

Art Unit: 1617 

Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1617 



